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SUMMARY

Resistance to tocarfilzomib and bortezomib (Velcade®) and their toxicity have raised concerns and
highlight the need for new 26S proteasome inhibitors. Investigators at the NCI have developed a new
class of proteasome inhibitors for which the NClI seeks licensing or co-development partners.
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DESCRIPTION OF TECHNOLOGY

FDA approved 26S proteasome inhibitors, such as carfilzomib and bortezomib (Velcade®) have proven
to be effective at treating hematologic cancers. However, resistance to these agents and their toxicity
have raised concerns and highlight the need for new 26S proteasome inhibitors.

Investigators at the NCI Structural Biophysics Laboratory have developed a new class of proteasome
inhibitors. They are hRpn2-derived peptides capable of specifically targeting the Pru domain of hRpn13.
Disruption of the Rpn2/ Rpn13 interaction inhibits proteolysis by a mechanism that differs from those of
the approved proteasome inhibitors.

POTENTIAL COMMERCIAL APPLICATIONS

- New class of proteasome inhibitors, targeting hRpn13 of the regulatory particle.
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COMPETITIVE ADVANTAGES

- Synergistic with, and more specific than, known proteasome inhibitors.
- Alternate mechanism of action compared to approved proteasome inhibitors.
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